

10/516688 

06 DEC 2004 
PCT/JP03/07198 

H ^ B # frf Jt 

JAPAN PATENT OFFICE 

06.06.03 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ffi m ^ n a 

Date of Application: 

Hi I f f 

Application Number: 
[ST. 10/C] : 

m m. a 

Applicant(s): 



2002# 6 j! 60 

#M 2002-165544 
[JP2002-165544] 




PRIORITY DOCUMENT 

. SUBMITTED OR TRANSMITTED IN 

COMPLIANCE WITH 
: RULE 17.1(a) OR (b) 




1 1 1 ST _B- lU ST. At OAAO onc/i coo 



2002-165544 ^ i—i? : 1/ 



[sas^-i 021154 

[UmB] ¥^14^ 6fl 6B 

[HiWHWWR] A61K 
[&B#] 

i&mxtemm] ^aiwi«r&rtj»wr 4-5-1 6 

[ft*] « 

[ttJJrXttJBJIr] «C***K*BB3TB4 1*8# **W**5*A ! tt 

[ft*] #n 

[JRMfrffiaA] 

[«8ttW] 000003311 

[ft*xtf**fc] ^s^fcs^rtt 

[ftSA] 

[»SU#-^] 100089705 

[£BO.t±J^r] mMfP^tfflE^:W-TB.2#l^ * 2 

0 6E ^T^^&##fW£#r 

[#a±] 

[ft*Xte*$fc] 

[TO#^3 03-3270-6641 



miE# 2003-3054638 



12 002-165544 A : 2/E 



[ISfeSlI#-^] 100076691 

[#a±] 

[fflftSO*^-] 100075270 

[MJ#^] 100080137 

[«8U»f-l 100096013 

[»J5U#-^1 100075236 

raflfctRft-f-] 051806 
[$j##IS] 21,000R 

m® i 
»»# i 

0107764 

ffiSE# 2003-3054638 



2002-165 5 44 ^ v : 1/ 

im&mi) ^nnlxfv (EPO) ^t»tfC^t^fj« 
[0 0 0 1] 

*3&p§wu j.i;xn^^> (epo) *m%jj£$-t Ltz'WttmmB^ #k# 

[0 0 0 2] 

#^lft&JtJ*1980^{tf£#^ $ fix § fc„ 

[0 0 0 3] 

$tLTV^ 0 iW^, tL^tL<^^^<^#o#Me<J#tt (Redundancy) 
[0 0 0 4] 




miE# 2003-3054638 



12002-165544 A I 2/ 



[0 0 0 5] 

^Mmt^n^ < mmnmmmm^m^ ntz *><n<D^ mM$nm&&$>z> tz 

[0 0 0 61 

Mfpj^n^^^ ^m g j-EP0£is:#i-&^ ^m.mzmmmm^mm^fitz 

[0 0 0 7] 

tz * M-r * rn/ibmt a * ^ t * t t § £5) , 6) „ 

[0 0 0 8] 

<oav^*>-r*t«iw , t-*/ftfc**), *ft»«ufeo2|c38R*»*fL, «-f £- 
£Ji/Fii^f& , ■eao7t:o 
[0 0 0 9] 



tblE# 2003-3054638 



2002-165544 A I 3/ 



mm l x o t -th & <ox*$> h o 

[0 0 10] 
[0 0 11] 

[0 0 12] 
[0 0 13] 

tK£*), 7Fnm*)%wmmznmu \mm-^<vmn*m.irz>*r)\'Xh2> 

0 7f-^SHFI^4B@J:^ TT~y<Dftm%!QXh2> 2 , 

7f-> (2, 8-dihydroxyadenine) ^tb-^'fkLra^^ ^^>o £tf>£J6 



miE# 2003-3054638 




20 0-2-165544 



4/ 



[0 0 14] 
[0 0 15] 
[0016] 

m^mim-Ob* (01)0 citLe>co?i#i#t?«, gc# 

) o 

[0 0 17] 

^*A*LSjfiLtf^**#<OgP^-e«|?>tLfe (0 3) o 

Cl<7)jflL^I*I<^#JflL^iiilJf±, fWIffl^fl«<o/Mf^^v^ &ii<b 

^*ffl» s m?>tL#*®{±#^>ft:LT^^#^^L, jS»L^*li#fc LTtSfil 
(04) o 



mSE# 2003-3054638 



2002-165544 A ^ I 5/ 



[0 0 18] 

T y T)i> \z £ if h <fc tf#fll*S^o E P Ot4 <£ & il»ffi«) 

&&*<o 4 strains *i, #fi-c«#jflL^jfli^ii Lg>m<vmjfaM*AKfifiL 
Ltz&m mm) #&9kmm-$*>fco EPo^Kx^mmmssa.jhm<Di^\ 
v e g f m&MWiK&<3 < jflL^ja i: h (D&tfmmmtkM t mm'W 

[0 0 19] 

jEtt^yh (05) JCEPO«ri9:-#-brta*4^IB^fl&a5fl:»iB*e»*t*^ 
ofc (0 6) o 

^^-e^ffl-r^fett^-e^^j-y^n^j.^^ (epo) »± , #!xji\ 
t: h s^ittfjtif<7)t^f)»ai lt# h tittm<?> ^ h e p o m&w- 1 

-3 8, 8 0 ^ £ h EP0W7 5 ymiB^J^lS-r^^ y*>V* 

— RN A (mRNA) -eOmRN A&^JJB ItMDN Aflefcffofc t 

. cosm T*4--x^&x9-m%MU (cho) > 7^^0-127 

lx.JS\ #<2r¥ 1-44, 31 7^&$SL Kenneth Jacobs!, N 



fflaE# 2003-3054638 




2002-165544 



6/ 



a t u r e. 3 1 3 . 8 0 6-8 1 0 (1 9 8 5) ) f ^W^t^fl^o 
[0 0 2 0] 

■e^otUv^ EPOMi btlt MxJ*\ #i¥3-l 5 13 9 9^r<k 

m^^frtA^m^fhtt&o -htfiE p o&mfot Ltii, u<ome 

£&<7)^&&o tfctf&K, 7 fi¥2-5 9 5 9 9^Wi 

, #l¥3-7 2 8 5 5^-<2r^lfi«0^(7)^lf ^^-2,o BP*>> EPO^tt^. 

[0 0 2 1] 

n-* N #vv^-h8 0, k h*n*->xf ^n-x, r^tfT^A, h 

\£?>*:;y*7v-Ym*mfz>z.ti)Sx*%, mmnmn tvx am *. «r # v t 

1; * dp yxf v y^ffc t: v i/ffi „ # y .xf- l^V^y n- ;v^^^lf ^ £ t &x* # 



tBIJE# 2003-3054638 



2002-165544 ^ ^-v I 7/ 

[0 0 2 2] 

ffloEPO^Mt u Sfc&flsWfc u*^T5 y mparts 

MZi%m-f2>Z.ti>X^&o CO^EPOillilififl 0-1824 
8 l-f-<2r^lcffim$tLTV^ 0 CO<Zr^m0^WHJ^«<7)-^^^-f tt^>^><7) 

[0 0 23]' 

-e^>^>o Lv^fi, L-T^^r-^, L-tl^^^ViSii^L- V 

[0 0 2 4] 

^TJi, ii#/&Al A^£*9 0. 1 ~5 0 0 M g, L< ii 5 ~ 1 0 0 // gt 

[0 0 2 5] 
[a£«!l] 



tbliE# 2003-30546 38 



2002-165544 A ' 8/ 



(HWMfcO 

i|14Wistar Rat ( H ^ t-;vX.'J £5^S$-C*A U 2MWWmjt<0&* 

m^mm * * ^ * - 

( 1 ) 

EPO : ^^>mooo (a^^^yS, 4«fl4(BI&0Wi))o 5430* 

vehicles T200 IU/mLKft^Lfco. 
vehicle : 0.25*4? 9 1.25% D-^ V- h -/P-g^MV >m 

M®mpH 7.4 0 

77*- ^ I 7'^ jE#@tB^# (CE-2. B^VT(ft)) 

Tfr:> (6-aminopurine) fcMJfrCO. 75%^-fr?If$®^ 
Slfi- % MR (B^^VT(ft)) L> adenine MffiS^- h L/z 0 

(2) 

adenine vehiclet£-^ (Tf->^^$^> vehicle **t5-) 
adenine EPOS4# (7f->^^SH$^ EPOtS4) 
CE-2^ (iE*A«r«iff$*> «#*4**fe*i*) 

(3) Jt^^^a-^ 
7 ^- BfcDay 0 Lfco 
[0 0 2 6] 

7f-Vli, adenine vehiclet£-5-f£i3 J: ^adenine EPO^fl^U ^ 

EPO(i. ^KHJ*&5jiB*^8aao4ara, 2 0 0 TV/kg* W&JgTiWW^ 
)fc»3liI«:-5-Lfco Vehicle**, £f*HM&5 IB*f> 8»B*>4»WU IH&ftTfc 
i!3iata:#Lfeo EPO^/ctevehicleJ*. S-^S £ ^ frL^tL 1 mLAg tLtz 0 



tBSE# 2003-3054638 



2002-165544 ^ v 19/ 

^h*>"J>-J.*^> (HE) Ife&L-C. iittfKltf^lllLTto 

mmmztifzo z ti b \t, tt- >mmz x ^ tfttmT?:*^t^i» 
^at^^ mi9>mz*mm%^Lmm\<m#>btitz 0 m^m$k\u lit 

[0 0 2 7] 
10 0 2 8] 

ft, i»n»«o^tt##»i»^e>j: offi^aj^ mm^mm 

wmimtibz (mi) o -tL^^s-f-e^ wm^^^^^ m# 
ltv^(hi2)o -tLf><7>^#iafi§pc7)^^t't^#o^ {m^mtm 

[0 0 2 9] 



ffiiE# 2003-3054638 




2002-165544 



s<-P : 10/ 



m*XK&it&mfcJ&ti t &<^&'em i: >jritz (03) o 

Ztlfz (04) o 
[0 0 3 0] 

tot^mm<DmftLxmmzti.z>o ^h\z%<D^ ^it;±mm^v>ixmk4m 

T&imxi^ mmn^&*mwtir&mmmmzfctzo ztihmmmmm 
frhtitzmnm^ftmmvivmm, mmmnm-kKx vmmztifzo epo« 
&¥<d 4 '&flat?tt*jfli3^gjfiL3ram L^^o^jflL^^AtL^n t 
fc#jR mm) &&#mmztLtzo EPo^Kx^m^mjtJcm<6\^ v 

m <n>m xk x & #® t*r<D &%mm zti&mmt tmm ztitzbota*- 

[0 0 3 1] 

ieut^ y h (0 5 ) ize p o *&%-\^x ^mmmmmmimm&htitzfr-? 

tz (0 6) o 



ffifE# 2003-3054638 



2002-165544 A : 11/ 



imm i ] 

i'J^D^Xf > 8 fx g 

•^ffl^TK^T^* 2 m 1 

[^dfe^i 2 ] 

*n > 8 ^ g 

mtmm s &*K"c&* 2 m 1 

[**«3] 

xij ^ n ^if ^ 1 6 /j. g 

^M^m^TfC^T^fi 2 m 1 

[£*0I 4 ] 

xij^n,fxf > - 1 6// g 

&ftfflJ!S«*fc-C£* ' 2ml 

[H*«5] 

xnn/fxf> 8//g 

hlfiLVtT^y^ > 5m g 

mmm^Kx^m 2m 1 
mmm e ] 

hJflLVtT;V7^ > 5m g 

SStffl3K9*fcT£J: 2ml 

/Co 

mSE# 200 3- 3054638 



M2 002-165544 



12/ 



mmm i ] 



1 6 g 
5 m g 



2ml 



[H»o 8 ] 



[I»J 9-12] 

mmm 13] 

ffittJ£^@7fCl 0 0ml QHZD-~7> — b~)V5 g^ x'J^a^xf> lmg 

> m > 1 0 0mg*mmmzmffii>x7kmwLzmML, imif 
mum 141 

mmmm imi«f ^j^jlto^ : 

E P 0 1 5 0 0 nnwi 

*>ttlM5iSte#J 0. 0 5mg 

ttt-ffc-^hy^A 8. 5mg 

L-T^-^ia^ (S i gmatt^) 10 mg 

10mM'J>iIiiI ttpH6. OfciM£Lfc$g 

MM1 5] 



1 6 // g 
5 m g 



•If 



2m 1 



ffiaE# 2003-3054638 



^2 0 0 2- 1 6 5 5 4 4 ^ 



^-v: 13/ 



Mftlttft 1 m l 4> ^ OT<^^ : 

EPO. . 1 5 0 0 SI^MS: 

* >te#M?SWJ 0 . 0 5 m g ' 
y;v^~- h 8 0 : Bittr M±W0 

mtirY^^A 8. 5mg 

h-^^^y^BM. (S i gmalii) 1 Omg 

mmm 1 e ] 

EPO 1 5 0 0 Bl^fi 

* y&w-mfsmi] o . o 5 m g 

^t^-hV^A 8. 5m g 

L-U^vm^ (S i gmatl) 1 Omg 

[0 0 3 2] 

^m<DE p o^^t-r^>^Jfi> g£#<7>E P o n i ^Mm^M^m t 



V^;KO±#tftiif. B^m^Hfr^fS, 56: 655-663 (1982). 
2) Koeda, T., Wakaki, K. , Koizumi, F. , Yokozawa, T. , Oura, H. Early ch 
anges of proximal tubules in the kidney of adenine- ingesting rats, with 
special reference to biochemical and electron microscopic studies. Jpn. 



mfE# 2003-3054638 



20 0 2-165544 ^ v I 14/E 

J. Nephrol., 30: 1-8 (1988). 

3) Yokozawa, T. , Zheng, P. D. , Oura, H. , Koizumi, F. Animal model of a 
den ine- induced chronic renal failure in rats. Nephron, 44: 230-234 (198 
6). 

4) Rm^x, &?mm> Simm^ mi^m*. rHuEPo^bon 

e mineral density (BMD) KRttlr&m^^r . Mm^-t^) *n#i?-> 
Proceedings: 37-41 (2001) 

5) Ohkawa, H. , Imazeki, I., Moriguchi, Y. , Imai, N. , Matsubara, S. , Sa 
ito, M. Rapidly progressive secondary hyperparathyroidism due to renal 
failure in rats induced by adenine diet. J. Am. Soc. Nephrol., 12: 822A 

(2001) . 

6) Imazeki, I., Ohkawa, H. , Moriguchi, Y. , Imai, N. , Matsubara, S. , Sa 
ito, M. Rapidly progressive renal failure model rat induced by adenine 
diet. J. Am. Soc. Nephrol., 12: 816A (2001). 

[mi] rf^>f0^ <Djm^ni$<D®mM*zwL& 

Lfc¥HT?&* (8f&. HEM) o 

[0 3] Tr^^77h (EPOtl-f) <D-km^-W&%6V>imM**Wl 
&Ltz^KX*$>2> (8f§> HEM) o 

[04] ±ib03 tmn^mMM^MBLfz^M^^^o mu mm*& o 
[05] jEnr^y +<Dim^mm<nmm**mzi>tz'%.Mx»ibh (8f&. 

HEM) o 

[0 6] iE*9y> (EPOS4») 0^*'#»^^ttJi«**IWL/£^ 
(8*§. HEM) o 



tiiiE# 2003-3054638 



2002-165544 



[wm%] mm 




[H2] 




tBfE# 2003-3054 




3?^4. 7r^>fiii7yh. EPO«!#«. 80ffi. HESfe'6 



ffiiE# 2003-3054638 





3^-6. jEflf^yK EPO^-^ JzmnWftm* 8«, HElfefi 



aJBE# 2003-3054638 



m 2 002-165544 A ^-^ : 1/E 



tblE# 2003-3054638 



002-165544 

tu 1 A I I if | 

f&SlJ#-^ [000003311] 
1 . B 1 9 9 0^ 9 J! 5 B 

m M^mm^msru 5#i-§- 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□fcOLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: [ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



